Objective: Epilepsy is one of the most common neurological conditions affecting about 1% of adults. Up to 40% of people with epilepsy (PWE) report recurring seizures while on medication. And optimal functioning requires good self-management. Our objective was to evaluate a group self-management education courses for people with epilepsy and drug-resistant seizures by means of a multicenter, pragmatic, parallel group, randomized controlled trial. Methods: We recruited adults with epilepsy, having ≥2 seizures in the prior 12 months, from specialist clinics. Consenting participants were randomized 1:1 to a group course or treatment as usual. The primary outcome measure was quality of life 12 months after randomization using Quality of Life 31-P (QOLIE-31-P). Secondary outcome measures were seizure frequency and recency, psychological distress, impact and stigma of epilepsy, self-mastery, medication adherence, and adverse effects. Analysis of outcomes followed the intention-to-treat principle using mixed-effects regression models. Results: We enrolled 404 participants (intervention: n = 205, control: n = 199) with 331 (82%) completing 12-month follow-up (intervention: n = 163, control: n = 168). Mean age was 41.7 years, ranging from 16 to 85, 54% were female and 75% were white. From the intervention arm, 73.7% attended all or some of the course. At 12-month follow-up, there were no statistically significant differences between trial arms in QOLIE-31-P (intervention mean: 67.4, standard deviation [SD]: 13.5; control mean: 69.5, SD 14.8) or in secondary outcome measures.
| INTRODUCTION
Epilepsy is one of the most common neurological conditions affecting about 1% of adults. 1 Despite the use of drugs, about 40% of people with epilepsy (PWE) report recurring seizures. 2 Recurring seizures increase the risk of injury, hospital admission, depression, and death. [3] [4] [5] Seizure control depends on appropriate medication and, as in other long-term conditions, on self-management. 6 PWE express the need for more information about their condition in order to achieve this. [6] [7] [8] A 2-day self-management education course, "Modular Service Package Epilepsy" (MOSES), was evaluated for adults with epilepsy in German-speaking countries, and a randomized-controlled trial (RCT) demonstrated improved knowledge, coping, and seizure frequency after 6 months. 9 It was subsequently offered to PWE in Germany, with health insurers reimbursing the cost. We know of no other epilepsy self-management course with such widespread uptake. In the United Kingdom (UK), courses for people with other conditions such as diabetes have been tested, and are now freely accessible. 10, 11 In this context, our research group responded to a commissioned call to test an English-language version of MOSES, which we adapted for use in the UK and called it: Self-management education for people with poorly controlled epilepsy (SMILE [UK] ). German MOSES leaders trained UK Epilepsy Nurse Specialists and electroencephalography (EEG) technicians to deliver the course. We also undertook an external pilot with volunteers to test the feasibility and acceptability of delivering SMILE (UK) in the context of the National Health Service (NHS). 12 This paper addresses the question:
for people with poorly controlled epilepsy, does the SMILE (UK) self-management course improve quality of life?
| METHODS
The trial was conducted and reported in accordance with the Consolidated Standards of Reporting Trials (CONSORT) guidelines. A detailed description of the trial design, interventions, and outcome measures can be found in the published trial protocol. 13 Here we provide a brief overview.
| Trial design
This was a parallel arm, multicenter, randomized controlled trial (or RCT). Participants were randomly allocated to 1 of 2 trial arms: the SMILE (UK) training program plus treatment-as-usual (TAU) or TAU only. Assessments were performed at baseline prior to randomization, and 6-and 12-months after randomization. The intervention was offered to the control group after their 12-month assessment.
| Trial setting
PWE were recruited from specialist epilepsy clinics at 8 hospitals in London and South East England between December 2013 and August 2016.
Key Points
• Largest randomized controlled trial (RCT) of a group course for people with chronic, drug-resistant epilepsy achieved good participation and follow-up
• Mean quality of life (QoL) was comparatively high at baseline, 54% had anxiety and 28% depression symptoms, and 63% felt stigmatized
• At 12-month follow-up, QoL and other outcomes
were not different between the intervention and treatment-as-usual groups
• A group course was well-received by people with chronic, drug-resistant epilepsy but was not sufficient to change quality of life after 12 months RIDSDALE ET AL. 
| Eligibility criteria
Eligibility criteria were the following: aged ≥16 years, having a diagnosis of epilepsy made by a specialist for ≥1 year, prescribed antiepileptic drugs (AEDs), reporting at least 2 seizures (of any type) in the previous year, able to give informed consent, answer questionnaires in English, and attend a 2-day course.
Patients were excluded if they only experienced psychogenic nonepileptic seizures or due to acute illness or substance misuse, serious psychiatric illness or a terminal condition, or if they were currently participating in other epilepsy-related research.
| Randomization and blinding
Randomization was provided by an online system managed by the King's Clinical Trials Unit, maintaining full allocation concealment. 13, 14 Randomization occurred in blocks of 2 (1:1 intervention: control) and was stratified by treatment center. Research staff who completed follow-up assessments and the patients' healthcare providers were blinded to treatment allocation. Due to the nature of the intervention, participants were not blinded, although they were asked not to reveal their allocation to the researchers who completed their follow-up assessments. Staff who were organizing the SMILE (UK) courses were not involved in data collection and were not blinded to allocation. The trial statistician remained blind until the end of the analysis, when the final parts that cannot be performed blind were completed, such as training group effects and treatment compliance.
| Intervention
The intervention was a 2-day group education course on self-management, based on MOSES, for people with poorly controlled epilepsy, with carers also invited. 9 We aimed for groups to include 8-12 participants. The course was 16 hours over 2 consecutive days delivered by an epilepsy nurse specialist and an electroencephalography (EEG) technician. The premise of the course was to communicate information and to encourage participants to share their own experiences with others. Participants were given a workbook containing course content to use during the sessions and to take home. The course's content is presented briefly in Table 1 , with further information available elsewhere. 15 A fidelity implementation found that trainers within the trial delivered the intervention according to protocol, with good adherence and high competence. 15 
| Measures
Clinical and psychosocial data were collected face-to-face at baseline prior to randomization. At baseline and at 12 months after randomization, primary and all secondary outcome measures were assessed. A postal 6-month follow-up assessment included a subset of the outcome measures. Full details of all the measures taken can be found in the published protocol 13 and Table S1 . The time points were selected to assess long-term effectiveness of the course, in terms of scientific findings, and to assess the relative benefit in the context of commissioning healthcare.
| Primary outcome
The primary outcome was epilepsy-specific quality of life (QoL) 12 months after randomization. Because the MOSES trial had no effect on a generic QoL measure, 9 a health-specific scale was chosen, QOLIE-31-P (Quality of Life in Epilepsy-31 16 with added Patient-specific weightings). 17 This scale had the benefit of introducing patient's scoring of how aspects of QoL distressed them, thus adding more weight to the elements impacting their perception of QoL. In addition, the mean unadjusted total score was calculated by removing the patient weights (total QOLIE-31), which permitted comparison with prior studies. The total score is out of a maximum of 100, where high scores mean good QoL.
| Secondary outcomes
These comprised seizure frequency scales, 3, 18 seizure recency (number of days since last seizure), Hospital Anxiety and Depression Scale (HADS) 19 for psychological distress (anxiety and depression), Impact of Epilepsy, 20, 21 Stigma of Epilepsy, 22 Medication Adherence, 23 medication adverse effects extracted from the QOLIE-31-P, 17 and SelfMastery and Control. 24 Only, the QOLIE-31-P, seizure frequency and recency, and Impact of Epilepsy were completed at the 6-month follow-up.
| Sample size
The sample size calculation is explained in full in the published protocol and analysis plan. 13, 14 The original calculation required a total of N = 428 participants to be randomized, providing 91.3% power to detect an effect size of d = 0.4 on the QOLIE-31-P scale at 12 months, assuming an attrition rate of 25%.
| Statistical analyses
A detailed statistical analysis plan (SAP) was written, discussed by the DMC and signed off by the TSC prior to database lock.
14 All outcomes were analyzed using the intention-to-treat (ITT) approach. Multiple imputation by chained equations (MICE) was used to impute missing outcome variables at all time points to produce inferences valid under the detected missing-at-random data generating process. This was necessary because treatment compliance within the intervention arm, defined as attending the beginning and end of each day of the course, was found to be predictive of missing primary outcome data according to a chi-square test (P < .001). Univariable logistic regression was used to detect whether any baseline variables predicted missingness. Being male, education to degree level (vs no formal qualifications) and having no other significant medical conditions (vs having a psychiatric condition) were associated with completion of primary outcome data at 12 months. Treatment compliance (in the intervention arm) and baseline predictors of missingness were therefore included in the imputation step of the MICE procedure as fixed effects, as well as: measures of the outcome at all time points; training group in the SMILE (UK) arm; and all the variables forming the analysis model. This ensured that the imputation model was more general than the analysis model. The analysis model for the primary outcome was a linear mixed model. It consisted of the dependent variable QOLIE-31-P at 12 months, with fixed explanatory variables: trial arm (SMILE [UK] vs TAU), using TAU as the reference category; randomization stratifier (dummy variable for treatment center); and baseline QOLIE-31-P. Random effects were included for the training group in the SMILE (UK) arm to account for shared group experiences. We generated 100 imputed datasets and combined analysis results according to Rubin's rules. 25 Standardized treatment effect estimates, which are more appropriate for comparisons, were also calculated by dividing the estimated difference by the standard deviation of baseline QOLIE-31-P. Secondary outcomes were analyzed following a similar approach, again using multiple imputation to allow for the detected missing-at-random process. For QOLIE-31-P at 6 months and other continuous secondary outcome variables, linear mixed-effects models were used and standardized effects were calculated.
At each time point (baseline, 6 and 12 months), seizure recency was measured in terms of the number of days since last recalled seizure. This was converted into a proportion of time by dividing the number of seizure-free days over the maximum number of seizure-free days possible for that time point (1, 1.5, and 2 years), plus a recall bias period of 6 months: 548 days; 730 days; and 913 days, respectively. This proportion was then transformed into a continuous variable using the logit transformation and analyzed in the same way as the other continuous variables.
The 2 seizure frequency variables, Baker 18 (<1 vs ≥1 seizure per month) and Thapar 3 (0-3 seizures, 4-6 seizures, 7-9 seizures, or 10+ seizures in a year), were analyzed as binary and ordinal outcomes, respectively, using a logistic mixed-effects model and an ordinal logistic mixed-effects model. To aid interpretation, the estimated treatment effects were exponentiated to produce oddratios. Although both seizure frequency variables were measured at 6 months and included in the imputation step for the 12-month outcomes, they were not analyzed separately as secondary outcomes because there was not a corresponding baseline measure for number of seizures in the last 6 months. A complier average causal effect (CACE) analysis was carried out for the primary outcome to assess the efficacy of SMILE (UK) in the presence of noncompliance. For this, compliance with SMILE (UK) was again defined as full receipt (attending all 4 sessions) vs nonfull receipt, irrespective of treatment allocation. Statistical analyses were performed using Stata version 14.0. From those eligible in the final stage (n = 1088), 37.4% consented into the study with 37.1% being randomized. Once actual follow-up rates were established, the sample size requirement was updated to N = 400 using an attrition rate of 20%. Twelve-month follow-ups proved to be more successful than anticipated. At 12-month, 81.9% of participants remained in the study (Intervention: 79.5%; TAU: 84.4%). Baseline data have been reported in full 26 and are presented in Table 2 . Compared to the UK population, more participants lived in deprived areas, but the characteristics of the 2 trial arms, including gender, were well balanced ( Table 2) . Baseline mean QOLIE-31-P score was 66.0, with a wide range of 24.8-98.5. The mean unadjusted QOLIE-31 score was 62.0, ranging from 24.5 to 97.6.
| RESULTS

| Description of trial participants
| Intervention delivery and receipt, and retention of participants
Eighteen 2-day courses were delivered and the mean group size was 8 (range [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] . The course was divided into 4 half-day sessions, with 61.5% of participants attending all sessions, 12.3% attending 1-3, and 26% attending none (Table S2) . Reasons for not attending are detailed in Table S3 . Eighty-two percent of participants completed the 12-month follow-up assessment. Reasons for withdrawal are listed in Table 3 . Three participants from the TAU group inadvertently attended the course prior to their 12-month follow-up due to administrative errors.
| Adverse events
There were no adverse events related to the intervention (Table S4) . The ITT analysis did not detect an effect of the intervention on total QOLIE-31-P scores (Cohen's d = À0.05; P = .564) at 12 months (Table 4) . Thus, the intervention could not be shown to be effective. The CACE analysis, which defined 126 participants from the SMILE (UK) arm and 3 participants from the TAU arm as "full treatment compliers," estimated an effect in the same direction and which also was not statistically significant (P = .528). Thus, there was also no evidence to suggest that the intervention was efficacious when fully adhered to.
F I G U R E 1 CONSORT diagram of participant recruitment and retention in the trial. Recruitment occurred through 3 stages, the first 2 requiring patients to opt out in order to not progress through the pathway. The third stage involved researchers contacting patients who did not opt out at stages 1 and 2. Three participants who consented were not randomized, in error. At the 6-month follow-up, missing outcome data occurred due to participants either not wanting to continue and formally withdrawing (n = 23 intervention; n = 15 TAU) or being presumed lost to followup, that is, not returning postal questionnaires and being unreachable. Some of these participants who were presumed lost to follow-up remained in the study and later participated in the 12-month follow-up. All participants not completing outcome data at the 12-month follow-up were considered withdrawals (n = 19 intervention; n = 16 TAU), that is, this included participants not wanting to continue and those lost-to-follow-up 
| Secondary outcomes
There was no statistically significant difference between SMILE (UK) and TAU according to the secondary outcome measures, including anxiety and depression scores. All effect sizes were around AE 0.2 SD or less, indicating small differences. 27 All results are presented in Table 4 . A paper reporting health economic outcomes will be published subsequently.
4 | DISCUSSION
| Summary of findings
We adapted a 2-day, group self-management course developed for German speakers, trained facilitators to deliver it in the context of the NHS and piloted the course with volunteers. 12 Neurologists invited PWE who attended clinics during the prior year to a trial of the course, and 37% of those eligible consented. Twelve months after recruitment, 82% completed outcome assessments. Despite indications that treatment fidelity was high, 15 QoL was not changed significantly by the intervention, nor were other outcomes, including psychological symptoms.
| Strengths
This is the largest RCT conducted thus far on a discrete self-management education course for people with epilepsy. 28 We successfully recruited our required sample size and had high follow-up rates 14 indicating that our results
were not underpowered. We recruited a large group of adults with poorly controlled epilepsy from routine specialist clinics, in a metropolitan area, featuring multiethnicity, high resident turnover, and social deprivation. Our recruitment and retention rates were relatively high, compared to trials with volunteer groups, with limited ethnic variation and little social deprivation. 28 Therefore bias was reduced, and our evidence can be generalized to similar populations in resource-rich countries.
The course required people with chronic, drug-resistant seizures to spend time and effort in completing assessments and travel to attend the course. Relatively high response and retention rates suggest that the intervention was not only acceptable but also attractive to PWE. Findings from an accompanying process evaluation with in-depth interviews with participants who completed SMILE (UK) support this interpretation. 29 In the UK, self-management courses have been evaluated for type 1 diabetes, and are offered freely to service users with diabetes in the same region. 10, 11 Recruitment to the diabetes trial and to the evidence-based courses was 17% and 27%, respectively. 10, 11 In comparison, recruitment to the SMILE (UK) trial was 37%, and of those randomized to the intervention 72% attended at least 2 of 4 sessions. Thus 27% of PWE attended the course, even though this was an untested research context.
| Limitations
The main outcome variable stipulated by our funder was QoL, and we chose an epilepsy-specific measure. A recent review found that QoL improved in some self-management interventions, specifically when psychological co-morbidity was addressed. 30 A global review of resource-rich and resource-poor countries was published and reported that the mean QOLIE-31 score was 60 for all PWE. 31 In UK primary care, a longitudinal study in 2014 found a mean score of 70. 32 However, 60% of PWE in primary care do not have recurring seizures. 2 In contrast, all the PWE recruited to our trial had frequent seizures, managed by specialists, and their baseline mean QOLIE-31 score was 62. Given the severity of their condition, this score may be near a ceiling for such patients, and therefore difficult to change. In addition, our group of PWE have lived with epilepsy for a median of 18 years, and a 2-day course may have come too late in their illness trajectory to effect significant and long-lasting change. Travel to the course and anxiety about meeting others were barriers that prevented some from enrolling in the trial or attending the intervention. This could be mitigated by offering other types of telephone-or Internet-based interventions; however, they have their own disadvantages. Some participants reported difficulties in reading the workbook and following aspects of the course. A web-based program would likely to be challenging for them. Regardless of the method used to deliver an intervention, a group course does reduce the isolation and sense of stigma that PWE feel. 29 In general, recall of information and events decrease over time. Recurring seizures and depression additionally may reduce recall among PWE. 33 We did not assess memory impairment in our group, not wanting to add to the assessment length, exclude patients based on this, or deter patients by additional testing. However, in our process evaluation, we found that some participants described No longer wanted to complete assessments 7 9 No longer has diagnosis of epilepsy 1 0
Unable to contact participant 32 21 | 1057 difficulties remembering the course and doing things in everyday life. 29 In the context of the group's characteristics and the complex process of changing, 6 it is possible that aspects of QoL and other outcomes could improve immediately after a course, but not be maintained 6 or 12 months later.
| Interpretation
The result of our RCT is compatible with the null hypothesis that a 2-day course is no more effective in changing QoL than usual medical care for PWE with persistent seizures who see specialists. Not all interventions that show promise in early efficacy trials are supported by subsequent pragmatic late phase trials. In the UK, the National Institute of Health Research (NIHR) Health Technology Assessment program is the major funder of pragmatic trials, and over two thirds of such trials have negative findings. 34 This is more common for complex interventions than for drug trials. 34 Reasons that positive findings in exploratory studies cannot be replicated in late phase trials include the following: differences in design, including not randomizing patients in small studies, outcome measures, and primary endpoints; initial false-positive results, for example, due to bias and imbalance in study arms; and false-negative results in late phase trials, when the target study population is different, for example, people with poorly controlled epilepsy may require different or more intense intervention to benefit. 34 Complete seizure freedom is a known contributor to QoL. Not observing a decrease in seizures following the intervention may explain the lack of change in QoL. However, using our baseline data, we found that seizure frequency was only weakly associated with QoL. We found psychological distress was most associated with lower QoL in our group of PWE. 26 There is no literature evidence to suggest that a solely educational intervention has ever changed QoL after 12 months in people with epilepsy. 28 In previous trials participants have been followed for no longer than 6 months, and results were negative for total mean QoL changes, including in the MOSES trial. 9, 28 One trial in a resource-poor country with 144 participants at the 6-month follow-up reported that QoL did change significantly. 35 However, baseline mean QoL score in the intervention group was about 10 points lower than is usual in resource-rich countries. So, low scores at baseline may have provided more scope for improvement. In addition, that intervention consisted of 5 components, including a course, plus regular one-to-one advice and monitoring. 35 A review of interventions for long-term conditions generally has emphasized the importance of integrating and reinforcing self-management education, with other, preferably routine, advice and monitoring. 8 This integration and reinforcement has been described in 2 epilepsy trials; the second one included a course plus nurse-led monitoring. 35, 36 In the MOSES trial, participants were recruited by advertising; there was no minimum seizure requirement to participate, 42% had no seizure in the prior 6 months, and there was less comorbidity (MOSES: 35% vs SMILE [UK]: 50%). Analyses were carried out based on a per protocol approach to target efficacy. However, this approach no longer retains the benefits of randomization and raises the possibility of selection bias. Consistent with this, the median duration of epilepsy was significantly lower in the MOSES intervention arm once noncompleters were dropped from the trial sample (MOSES control: 18.2 years, MOSES intervention: 13.5 years, P = .034). 9 Six months after a course, people with less frequent seizures, shorter epilepsy duration, and less comorbidity were, and may generally be, more likely to remember epilepsy-related information, increase their sense of control, and by better selfmanagement, reduce the frequency of their seizures. 9 At baseline, seizure frequency of SMILE (UK) participants was higher than in MOSES, with 70% experiencing ≥10 seizures per year. Psychological symptoms were reported frequently, with 54% reporting current anxiety symptoms and 28% reporting current depression symptoms at borderline or case-level. There was much variation in QoL scores from 24.5 to 97.6, and it was most strongly associated with presence or absence of psychological symptoms. 26 This has also been reported elsewhere. 31, 37 Nevertheless, despite their psychosocial distress and difficulties with travel for those with frequent seizures, 74% of those randomized attended all or some of the course. Our analysis of baseline measures also found that 63% of participants felt stigmatized, a concept which describes feelings of shame. When a subgroup of participants were interviewed after the intervention, they said that they valued sharing their experiences with people like them; feeling "less alone" improved their self-acceptance and confidence to talk about and manage their epilepsy subsequently. 29 In other stigmatized conditions, there has been more research on interventions designed specifically to address stigma. 38, 39 Our findings support the idea that working in groups promotes individual self-confidence to manage their condition, which may be a precursor to self-mastery. 6, 38, 39 Participants suggested that such groups should be provided early on in epilepsy.
| Implications for research
In the evaluation of stand-alone education courses for PWE, on the basis of this RCT and a literature review, 28 QoL is not an appropriate outcome to measure the benefits of an educational course. An important feature of PWE and persistent seizures is the high prevalence of psychological distress, which is also a major correlate of QoL. A few small trials suggest that cognitive behavioral therapy or acceptance and commitment therapy might improve outcomes, including QoL. 28 High quality trials of psychological treatments for PWE are a priority in the future. An important feature in epilepsy is the stigma that a high proportion of PWE feel. Future evaluations may well benefit from looking at the evidence on complex interventions for other stigmatized, long-term conditions. 38, 39 This might lead to testing group interventions for PWE, to evaluate whether self-esteem and self-mastery can be improved by sharing feelings and experiences in groups preferably early on after diagnosis. As a way to increase participation and to offer continued education, use of digital tools and booster sessions, in person or via telephone, could mitigate the effects of transportation issues and memory difficulties. 35, 36 However, if self-management interventions are to combat social isolation and stigma, some element of face-to-face sharing is beneficial.
| Implications for health care
Our findings suggest that clinicians in the UK, in common with those in other countries, either do not diagnose or do not have the capacity to effectively treat the psychological impairment that frequently accompanies epilepsy, and this is associated with lower QoL. Luoni has suggested a "diagnostic gap" in depression for PWE. 37 There may be an even larger gap in the diagnosis/management of anxiety symptoms. 40 A brief symptom questionnaire could help to identify psychological comorbidity in routine care. This is important as depression is associated with poor drug-adherence, poor epilepsy control, and risk of premature death. [3] [4] [5] When clinicians invite PWE who have attended routine clinics to participate in group courses, a relatively large proportion attend and report that courses help redress their sense of being alone and low self-confidence. In the absence of courses, clinicians could encourage PWE to join user self-help groups, and explicitly endorse the value of such groups in consultations with patients.
PWE may need to cope with cognitive issues, including memory impairment, psychological distress, and social stigma. Because of this, their health care will most optimally include a biopsychosocial approach such as the following: (1) courses with digital offerings, divided into sessions which could be repeated, and which may target cognitive ability levels, assessed in advance; (2) psychological interventions; and (3) peer-group work provided in person, by phone, or through social media. 23, 41 Despite being difficult to test, multifaceted interventions are most likely to help people improve self-management of chronic conditions. 6, 8 More research is needed, as poor epilepsy control is associated with more health service use and a higher incidence of premature death. 1, 2 In England, the epilepsy death rate is rising, and compared to people with epilepsy living in the least-deprived areas, those living in the mostdeprived areas experience a death rate 3 times as high. 1, 42 It is therefore vital to improve on health care for people with epilepsy. 28 
